Circulating levels of the endothelium-derived peptide endothelin-1 (ET-1) are elevated in human obesity, and ET-1 mediated vascular tone is increased. The renal artery is important in controlling intrarenal blood ow and is highly sensitive to ET-1. Whether or not ET-1 a ects renal artery tone in obesity is unknown. To investigate the role of endogenous ET-1, a mouse model with tie-1 promoter-driven endothelium-restricted heterozygous overexpression of preproendothelin-1 was used (TET+/-). Obesity was induced in TET+/-and WT littermates by feeding a high fat diet for seven months; lean controls were kept on standard chow. The main renal arteries were studied in wire myographs testing contractions (in the presence of L-NAME) to ET-1, serotonin (5-HT), and U46619, targeting ET A , 5-HT 2 , and TP receptors, respectively. Contractions to ET-1 were comparable between groups (PD 2 8.29±0.05, n=6-8); 5-HT-induced responses were facilitated at lower concentrations in obese mice leading to a shift in PD 2 (lean 7.08±0.02 vs. obese 7.23±0.07, n=5-8, P<0.01). Responses to U46619 were signi cantly shifted to the left in renal arteries of obese animals (PD 2 8.57±0.06 vs. lean 8.21±0.05, n=5-8, P<0.001), and the area under the curve was signi cantly di erent between lean and obese TET+/-mice (AUC 418±23 vs. lean 319±25, n=5, P<0.05). Thus, TET+/-had no e ect on responses in lean animals. By contrast, in obesity heterozygous overexpression of ppET-1 enhanced TXA 2 -mediated, but not 5-HT or ET-1 induced contractions of the renal artery.
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